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(54) PRODUCTION OF SOLID PHARMACEUTICAL PREPARATION CONTAINING 
5-METHYUSOXAZOLE-4-CARBOXYLIC ACID (4-TRIFLUOROMETHYL)ANILIDE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To produce the subject solid pharmaceutical preparation, hardly 
producing a specific compound during the storage thereof and having antirheumatic activities, 
etc., by using an essentially anhydrous method. 

SOLUTION: 5-Methylisoxazole-4-carboxylic acid (4-trifluoromethyl)anilide is further mixed with 
lactose, corn starch, microcrystalline cellulose or polyethylene glycol in a high-speed mixer and 
the resultant mixture is heated by friction to afford a granule, which is then sieved, scattered with 
magnesium stearate and subsequently compressed to provide the objective pharmaceutical 
preparation. Furthermore, the granulation according to melting and coagulating is preferably 
carried out. 
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[Claim(s)] 

[Claim 1] The manufacture approach of the 5-methyl isoxazole^-carboxylic-acid 
(4-trifluoromethyl) anilide content solid preparations characterized by essentially manufacturing by 
the anhydrous approach. 

[Claim 2] The approach according to claim 1 of carrying out formation of a direct tablet, or 
tablet^zation after desiccation granulation. 

[Claim 3] The approach according to claim 1 of carrying out the granulation by fusion coagulation. 
[Claim 4] An approach given in any 1 term of claims 1-3 whose adjuvants to be used are a lactose, 
corn starch, a high dispersibility silica, bridge formation Pori (l-vinyl-2-pyrrolidone), the 
microcrystalline cellulose, a polyethylene glycol, polyglycol, or magnesium stearate. 
[Claim 5] Solid preparations obtained by the 5-methyl isoxazole-4-carboxylic-acid 
(4-trifluoromethyl) anilide and direct tablet-ization of an excipient which can be permitted in 
medicine manufacture. 

[Claim 6] Solid preparations obtained by the granulation by direct granulation or fusion coagulation 
of a 5-methyl isoxazole-4-carboxylic-acid (4-trifluoromethyl) anilide and the excipient which can 
be permitted in medicine manufacture. 

[Claim 7] Solid preparations according to claim 5 or 6 whose excipient to be used, and which can 
be permitted in medicine manufacture is a lactose, corn starch, a high dispersibility silica, bridge 
formation Pori (l-vinyl-2^>yrrolidone), the microcrystalline cellulose, a polyethylene glycol, 
polyglycol, or magnesium stearate. 

[Detailed Description of the Invention] 

[0001] the European Patent application public notice 0th - it is indicated by 013 376 A2 No. that a 
5-methyl isoxazole^arboxylic-acid (4-trifluoromethyl) anilide (compound 1) has 
anti-rheumatism, anti-inflammation, alleviation of fever, and painkilling activity, and is used for 
multiple sclerosis. The physic containing an activity compound 5-methyl 



isoxazole^-carboxylic-acid (4-trifluoromethyl) anilide is administered orally in the amount of 5mg 
- 150mg. the European Patent application public notice Oth - in 217 206 A2 No., an N-(4-trifluoro 
methylphenyl)-2-cyano-34iydroxy croton amide (compound 2) has the property of immune control, 
and it is indicated that it is suitable as physic to graft versus host disease and a chronic autoimmune 
disease, especially chronic systemic lupus erythematosus. The physic containing an activity 
compound N-<4-trifluoro methylphenyl)-2-cyano-3-hydroxy croton amide is prescribed for the 
patient in the amount of 50mg - 200mg. 

[0002] When the solid preparations which contain a compound 1 for example, with a tablet gestalt 
were manufactured this time, bringing about generation of 6% - 9% of compound 2 on the basis of 
a compound 1 during storage was found out. A compound 2 is generated from the compound 1 
under storage here. Since the accuracy in a compound 1 is medicated with the pharmaceutical 
preparation mixed 6 to 9%, other activity compounds are controlled and fixed administration is 
made difficult, in today's cure, it is not suitable. This invention aims at the generation under storage 
of a compound 2 receiving the pharmaceutical preparation of substantial more little compound 1 
content by improving a manufacturing method. This purpose is attained by manufacture of the 
compound 1 content pharmaceutical preparation substantially carried out by the anhydrous 
approach. 

[0003] Therefore, this invention relates to the solid preparations containing the 5 -methyl 
isoxazole-4-carboxylic-acid (4-trifluoromethyl) anilide and the excipient which can be permitted in 
medicine manufacture which consists of essentially compressing a 5 -methyl 
isoxazole^-carboxylic-acid (4-trifluoromethyl) anilide and the excipient which can be permitted in 
medicine manufacture by the anhydrous approach, and obtaining solid preparations. Manufacture 
of a 5-methyl isoxazole^-carboxylic-acid (4-trifluoromethyl) anilide is carried out according to EP 
0 013 376 No. As an excipient to be used and which can be permitted in medicine manufacture, a 
lactose, corn starch, a high dispersibility silica, bridge formation Pori (l-vinyl-2-pyrrolidone), the 
microcrystalline cellulose, a polyethylene glycol, polyglycol, or magnesium stearate can be 
mentioned, for example. 

[0004] After storing in the air for six months at 40 degrees C and 75% humidity, the solid 
preparations of this invention have 1.5% - 3.5% of N-(4-trifluoro 
methylphenyl)-2-cyano-3-hydroxy croton amide content preferably especially 1.5% to 4% in 
principle 1.0% to 4.5%. % of each **** is based on the content of the compound 1 set up to 100% 
here. The expression of "solid preparations" means pharmaceutical preparation like a tablet, a 
capsule, powder material, suppositories, or a granule. It means the expression of "the approach of 
being essentially anhydrous" using a desiccation activity compound and a desiccation adjuvant 
during manufacture of pharmaceutical preparation, and not using additional water at all moreover. 
2mg - 250mg of 5mg - 150mg of lOmg - 50mg of contents of the 5-methyl 
isoxazole-4-carboxylic-acid (4-trifluoromethyl) anilide in solid preparations is lOmg - 20mg 
especially most preferably preferably. 

[0005] Manufacture of the pharmaceutical preparation by this invention is carried out by 
tablet-ization following the manufacture and it of granulation by for example, the formation of a 



direct tablet, desiccation granulation and tablet-izing, or fusion coagulation. Association between 
powder particles is performed by use of high mechanical pressure in the formation of a direct tablet 
(Pharmazeutische Technologie [Pharmaceutical Technology], Bauer, Froemming, Fuehrer, 3rd 
Edition, Georg Thieme Verlag Stuttgart, New York(1991) pages 292-307 reference). Fusion 
coagulation granulation is fusion and a shock. - It freezes, and it pours and is manufactured by 
either ****, grinding or spraying coagulation all over a spraying tower (Pharmazeutisch 
Technologie, page 295 reference). Association between the powder particles which should be 
granulated is performed by use of high mechanical pressure in desiccation granulation. This is 
attained by both of using the compression roll with which using the briquette obtained as a tablet 
compressor, a comparatively big tablet, or an intermediate product and a scale are obtained. 
Subsequently, the obtained scale or briquette is ground using an inverse rotation serrate roll, and is 
applied to/or a screen (Pharmazeutische Technologie, pages 295 reference). For example, it mixes 
without addition of a compound 1 and one or more sorts of excipients which can be permitted in 
medicine manufacture of water. Subsequently, a desiccation adjuvant, for example, a binder, a flow 
agent, lubricant, and lubricant are added, the mixture is compressed, and a solid tablet is obtained. 
[0006] A compound 1 is further mixed with a lactose, the microcrystalline cellulose, and Macrogol 
6000 (polyethylene glycol) in a high speed mixer, it is heated by friction, and granulation is formed. 
The cooled granulation is covered over the screen of a width-oMace a mesh of 1.2mm, and 
magnesium stearate is sprinkled. Next, granulation is compressed and a tablet is obtained. The solid 
tablet of this invention is different from the tablet manufactured by wet granulation in that the 
emission behavior of the activity compound differs. 70% - 85% of activity compounds, the solid 
preparations of this invention show 76% -80% after 15 minutes, and show 88% -92% of emission 
preferably 85% to 95% after 30 minutes. The tablet manufactured by wet granulation shows 87% - 
92% of activity compounds after 15 minutes, and shows 93% -98% of emission after 30 minutes. 
[0007] Example The required component is as follows per 1 direct tableMzed tablet. 
lO.Omg lactose (II) [ S^ethyl isoxazole^4-carboxylic-acid (4-trifluoromethyl) (anilide I) 78.0mg ]; 
(Meggle Michindustrie GmbH & Co.KG, Wasserburg) 
50.0mg corn-starch (III); (Cerestar Benelux B.V., Sas van Gent, Netherlands) 
0.5mg high dispersibility silica (IV); (Degussa AG, Rheinfelden) 

7.5mg bridge formation Pori (l-vinyl-2-pyrrolidone) (V); (BASF, Ludwigshafen) and 0.5mg 
magnesium stearate (VI); (Otto Baelocher GmbH, Munich) I-IH of the above-mentioned 
component is mixed for 5 minutes in a paddle type mixer. Next, component IV-VI is added and it 
mixes for 60 more seconds (ready-made compression mixture). This ready ^nade compression 
mixture is compressed and the tablet whose final mass is 146.5mg, respectively is obtained. After 
storing for six months in 40 degrees C at 75% of air humidity, each tablet has 1.5% of contents of a 
compound 2 by using the content of a compound 1 as the base. 

[0008] Example The required component is as follows per 2 spraying granulation tablet. 
lO.Omg Pori (l-vinyl-2-pyrrolidone) K25 (IV) [ 5-methyl isoxazole^-carboxylic-acid 
(4-trifluoromethyl) (anilide I) 78.0mg / lactose (H)50.0mg / corn-starch (III) 3.5mg ]; (BASF, 
Ludwigshafen) 



High dispersibility silica (V) which is 0.5mg I-ffl of the 7.5mg magnesium stearate (VII) 
above^entioned component [ bridge formation (Pori VI) (Winyl-2-pyrrolidone) 0.5mg ] is mixed 
for 5 minutes in a tumble mixer. Pori (l-vinyl-2-pyrrolidone) is dissolved underwater (5 - 7 5% 
solution), and, subsequently it is sprayed on the mixed component HH all over a spraying tower 
with an air temperature [ of about 60 degrees C ] which enters, and an air temperature of 21 degrees 
C to leave. Subsequently, a product is dried: The obtained spraying granulation is moved to a mixer 
and it mixes for 60 seconds with component V-VH. Ready-made compression mixture is processed 
like an example 1, and the tablet of 150mg of final masses is obtained. After storing for six months 
in 40 degrees C at 75% of air humidity, each tablet has 8.3% of contents of a compound 2 by using 
a compound 1 as the base. 

[0009] Example The tablet of one each by the emission examples 1 and 2 of the compound 1 from 
three tablets is added to 100ml of water, respectively. The amount of the compound 1 in a 
supernatant is measured after 15 minutes and 30 minutes. A result is as being shown in Table 1 
[Table 1] 
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